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f 57j .Abstract 

The invention, relates to a n^ethod for treaiirg diseases or cisorders of the inner ear which are re!atec to damage to or :ne desracticn 
of sensor) cells of the inner ear. .According to saic methcd at .east or.e active ingredient used fo: the regeneration of the sensor^v cells 
which at least panK inhibits or eliminates the inhfoiring action of a cell cycle inhibitor present \n tne inner ear. and regeneration of the 
sensor.- cells of the inner ear :s preferably achieved b\- snmuiatng the proliferation cf suppcning ceils. The senscrv ceils o* tne inner ear 
are the hasr sensor/ cells. Potential ceil cycle inhibitors are cN'ciin^ependent kinase inhibitors and particalariy the cyclin^epencenr kinase 
Inhibitor p27'^ ■ . 

I 57) Zusammenfassung 

Be: e:::c:ri \3*:-tanre:: zl: lieharclunc: '.on ErkranK^ngen ader Stcnngen jes 1 nnen or.r.^. oie nn; e:ner Scnacig.ng .-^er Zer^toranx 
\on Sinn::5zeilen des Innenohvs :ni Zusimnienhang ste::e:i. 'Ai-d z„r Regeneration cei Sinne^zeiien nupLiestci^s em W irs-:.;:! cmg^setzr, 
cer nn::d:'s;ens emen in~ Innen^hr crn:iraenen scgeri:-nten i'ellz;, k h:> -Innibncr ::; -:^:ner );:hih.:T^ nd^-:^ Wrkcna nnnoe-tens Jeik^e.^e 
heninit c^er .iu>>cn.dtet. Die Regeneranon de: Slimesze.len .le^ Innc^::oi\rs ciTclgt bei diesem Wilahren \'orzugs\',eise durcn Stnn'hation 
ae:- Proiiteration. v?n Sn^tzzeiler.. Bei cen S.nne^ze.len de.-; In.nenonrs nanoelt es ^ich um die scgenannten Haarsinneszellen. Ah 
ZedzvKlus-Inhibitoren kommen Zyklinkmuse-Innibitoren u :? m^oevonOere der Z> rthnKinase-Inhibitor P2^^'^' in Frage. 
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Box 1 Observations where cenain claims were found unsearchable (Continuation of item 1 of first sheet) 



Tnis mtdnutional search repon has not been esiabiishei Si rcspsc: ol ceram ciaur.s -^ae: /u^.icle : 2 a i ror uie :bilou:ng reascns 

1 ; I Claims Nos ^ ■ ^ 

because the^' reiaie lo subieci matt^fr noi rt;q'aired to be searched by mis A"JLior:n nan"ie.\ 

Ohsen'ation: Although Claims I. 4-21 relate to a method :or treatment of the human animal 
bod\-, the search u'as carried out and was based on the cited etYecis of the 
compound composition 

ClaunsNos - 

because :he^ reia:e to pans of the mierrjationai application iha: do not ccmpn with the prescn Ded requ:rcx.cr.[s :o suc.-^ 
an exient that no meaningllii mtemationai search can be earned out, specificah^ 

See supplemental sheer Additional Matter PCT/ISA/210 




CiaimsN'os 

because lhe^■ are dependent cjaims ana are not drafted m accordance wnh the second ^nc third sentences cl l^ule 4 a 



Box II Obser^-ations where unity of invention is lacking (Continuation of item 2 of first sheet) 



This Intemauonai Searcrung Authontv found multiple invenuons m tms miemauonal application, as roUows: 




: As ail required addniona: search fees were timei\ paid b^■ the apphcant, tms intemauonai search repor c .:.vers j11 

searchable claims 

2 As ail searchable claims could be searched without sffoniustihr'ing an additional fee, ±;is Autnori!\ did noi in\-ite pavment 
of anv additional fee, 

3 I j As onl% some of the required additional search fees were timeiv paid bv 'die ^rpiic^n:, this :nt-rT.aUunai sea::r, rer. r* 
' ' covers oniv those c^am^iS lor which fees were paid, spec'ficadv claims ^.os 



No required additionai ^t^arch lee> uerc tlme:^ paid b'.' t::e applicant o -^nsequen;.'. tn:s miemaU.-i^l 
restr-cted to the m^'ention first mentioned m ihe cianms, ;t :s co\-e:ea bv Ciaim.s Nc> 
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Intemaucnai apphcauon Nc 

PCr'EP99/0ll53 



Continuation of Box 1.2 

Patent claims 1-29 relate to a product'utilization which are defined (inter alia) by the 
following parameters; 

PI : active substance inhibiting or suppressing the effectiveness of at least one cell cycle 
inhibitor 

P2: active substance inhibiting or suppressing the effectiveness of at least the cell cycle 
inhibitor cyclin-dependem kinase inhibitor 

P3; active substance inhibiting or suppressing the effectiveness of at least the cell-cycle 
inhibitor cycltn-dependenl kinase inhibitor p27Kipi. 

In the present context, the use of said parameter appears to be lacking in clarity as defined by 
PCT Art. 6. It is impossible to compare the parameter chosen by the applicant with relevant 
disclosures in prior art. The lack of clarity is such that no meaningful search is deemed 
possible. It is indicated in page 9 of the description that the active substance may be selected 
or developed for instance by choosing a binding site between p27Kipl and cyclin A or 
p27Kipl and CDK2 in which no binding/ interaction with high or very high affinity is present 
in order to select or develop said active substance, preferably in the form of an additional 
peptide/protein in such a way that bindingdnteraction is achieved with one of both interaction 
partners on the corresponding binding site with at least the same high or preferably higher 
affinity so as to obtam the physiological effect (treatment of diseases and disorders of the 
inner ear), A more detailed technical solution or structural transcription of the active 
substance(s) for which patent protection is sought m claims 1-29 :s not provided. Moreover, 
the International Searchmg Authority :s of the opinion mat i: is net the task of tne public lo 
select or develop the active substances covered by the protection sougnt for by the present 
application. For this reason, the search was Hmited to the exam.ples compounds and to the 
compounds which possibly solve the present task and wnerever possible to the alleged mode 
of action indicated in the patent claims. 



cstxrnation.ax search report 



mtemauor^ appiivauon 
PCT/EP99/01155 



The applicant's aUention is drawn to the fact that patent claims, or parts of patent claims, 
relatina to inventions in respect of which no international search report has been established 
need not be the subject of an international preliminary examination (PCT Rule 66.1(e)V The 
applicant is ad\'ised that the EPO policy when acting as an International Preliminary 
Examining Authority is normally not to carry out a preliminary examination on matter which 
has not been searched. This is the case irrespective whether or not the patent claims are 
amended following receipt of the International Search Report (PCT An. 19) or whether or not 
the applicant files new patent claims during any PCT Chapter II procedure. 
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INTERNATIONALER RECHERCHENBERICHT ; PC^/ E? 99/ CP £2 



Bennerkupg: jbwohl die Anspruche I. 4-21 

sicr. auf e1n Ver^ahren Z'jr Benandlung des n^enscn ■ i cnen/ ti er^: schen 
Korpers beziehen. wurde die Rechercne durchgefuhrt una grundete sicn 
auf die angefi^hrien Wi r^ungen der Veroi noung/Z^sa^nnensetzung . 

— ' ,'veil sie 5tcr a^i Te: e ae^ ■^:erpationaien Anme a^r.^ oezieren ^le aen vc-^geschr eoenen A'^torae'-^rgen sc vvemg entscrec^er 
Ga3 eire srr\c. e r-er-at^onaie Recnercf^e ricnt durcnge*j^rt v/eraen ^arn. -ar cp 

S^ene Zusatzblatt WEITERE ANGABEN PCV:SA/210 



Anscrjcne Nr 

Aeii es -aoei abrargigr Aosc^LChe nana&it. a e ^.c-: erfsorecnend Saiz 2 ■^r.c: 3 ^.^r Regei o - a, acge^aiii sine. 



-e-d i! BenerKjnger oe-. Tangeincer t:'rnei:iicnKe'i aer E-^inci-ng ( -o^setzung vcr r-'^-Kt 3 ajf e'att ' 



^le n:e^-aT :;nae ^ecre-chenoehcae rat *esiC5s:ei.t. c!a:3 ciese -Ter-ai;ora:s Ar^meiaL-Q Ten^ere ^--^ raurc-rn enr-a r: 



Da aer Anreide.- alie enorderiicner ZL5at2l:c,^9n -ecnerc-engeDuhrer recntzei'ig enr cr:e! ^a:. ers:^ecki SiCr. ai-^se^ 
!n:e'nat!onar ^ecnercre-^Der^cni aur a.ie ^ecnerchierbaren Ansorucne 

::a -jr a.ie recnerr-ieroaren Anscr.cne aie Recnei;re cr-e eiren Aroe.tsaLr/. a-a a.rcrgef'.nr .-.^-qp. <j^r:e asr e^ne 
ZLsauiche Pecnerc-^engeburr gerecnttenig: r.awe. nal d.e Bencrae mcnt zur Zaniurg e.ner sccnen GeDunr a.^gatorcen 



Serre-x jnger, ^ ns chtl c-^es >'v derscucns 



PCTEP 99 01153 



WEtTERE ANGABEN PCT/lSAy £10 



Fortsetzung von -eld 1.2 



Die geltenden Patentansprucne 1-29 sina auf e^n l'roaut< t/ verwenaung . aas 

(u,a. ) 

Tiittels folgender Parameter deflniert wira, 2u beziehen; 

PI: Wirkstoff der fnindestens elnen Zel 1 zykl us-Inni biter in seiner i^irkung 

hemmt Oder ausschaltet. 

P2: wirkstoff der mlndesten den Zel 1 zykl us-Inni bi tor 

Zykl 1 nK' nase-Inhi bi tor in seiner Wirkung nemnnt oaer ausscnaltet. 

^3: Wirkstoff der mindesten den Zell zyklus-Inhibi tor 

Zyklinkmase-Inhibltor p27K1pl in seiner Wirkung hemmt Oder ausschaltet. 

Die verwenaung dieser Parameter nuss Im gegeoenen Zusammennang als Mangel 
an Klarneit 1m Sinne von Art. 6 PCT erscrelnen. Es 1st unmogl^cn, die vom 
Anmelder gewahlten Parameter mit aem zu verglelchen. was der Stand der 
'echnik nierzu offenbart. Der Mangel an Klarhelt 1st dergestalt, oaB er 
eine s^nnvolle vollstandlge Recherche unmogllch macht. 
Auf Seite 9 der Beschreibung wird angegeben das der Wirkstoff zum 
Belspiel wie folgt ausgewahlt oder entwickelt werden kann namlicr 1ndem 
nan z.B. e1ne der Bindungstell en zwischen p27kipl und Zyklin A bzw. 
p27K1pl and CDK2. an der kelne 81 ndung/Interacti on mit honer ocer senr 
hoher Affinitat vorliegt, herausgreift urn besagte Wirkstoffe, 
vorzugsweise In Form eines welteren Pept i ds/Protel ns derart auszuwahlen 
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